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Introduction 

Pain is an unpleasant sensory 
experience distinct from other sensory 
modalities such as ,warmth and cold. 
Pain is usually associated with cell or 
tissue damage and serves as a warning. 
Pain gives information about the state of 
the body, but not about the nature of the 
stimulus. Despite recent advances in the 
understanding and treatment of pain, but 
still there is no magic bullet or 
universally accepted treatment for relief 
of pain and suffering. Sherrington 
defined pain “The physical adjunct of an 
imperative protective reflex.” The 
international association for the study of 
pain defines pain as “ an unpleasant 
sensory and emotional experience 
associated with actual or potential tissue 
damage,” There have been two major 
theories of pain sensation. The theory 
postulated by Von Frey, proposes that 
pain and other modalities like touch, 
warmth and cold, each have a distinctive 
end organ in the skin and each stimulus 
specific end organ is connected by its 
own pathways to the brain. 

Second theory by Gold Scheider 
was an early protagonist, held that any 
sensory stimulus, if sufficiently intense 
,could produce pain. According to this 
theory there are no distinctive receptors 
and the sensations of pain is the result of 
the summation of the impulses excited by 
the thermal stimuli or pressure applied to 
the skin,' This theory was originally 


called the intensive theory later came to 
known as summation theory. It is well 
established fact that 2 types of afferent 
fibers respond maximally to noxious 
stimuli These A delta and C fibers release 
substance P, a neurotransmitter into the 
synaptic cleft. The impulses then travels 
up to the thalamus located in the brain 
substance P stimulates nerve endings at 
the primary injury area ,increasing the 
frequency of pain sensations. To reduce 
the pain serotonin and Norepinepherins 
causes noiceptors to release endorphins( 
or body's natural pain relief. Most tissue 
are well provided with specific pain 
receptors called noiceptors.. These can 
be activated by the chemical products of 
tissue damage and inflammation, which 
include postanoids,serotonins, kinins, 
cytokinins histamines protons, free 
radicals and neurotrophins The products 
of tissue damage and inflammation 
interact with receptors located on the A- 
delta and C fibers to initiates membrane 
excitability and intercellular changes. 
Noiceptors have numerous different 
receptors on their surfaces that modulates 
their sensitivity to stimulation. These 
includes GABA, opiate, brdaykinin, 
histamine, serotonin and capsaicin 
receptors Inflammation sensitizes the 
vast population of noiceptors, making 
them for more sensitive to stimulation( 
HyperalgesiajThis may be due to 
sensitization of the neurons innervating 
that area or secondary felt at a site 


remote from the original injury. 

Etiology :The majority of patients are 
woman over the age of 30 years Multiple 
causes exist for sustained neuropathic 
painincluding’:- 

a. Direct nerve injury (eg associated with 
facial bone fractures especially 
Zygomatic complex and mandibular 
bone fracture, Orthognatic surgery , 
Mandibular distraction procedure 

b. surgical treatment- Transalveolar 
extraction of Impacted third molar , 
traumatic trans alveolar extraction, 

c. Nerve injection injury: 
Pterygomandibular nerve block 
(Inferior Alveolar & Lingual nerve 
injury, 

d. Nerve compression injury (eg 
implant. Osseous growth, neoplastic 
invasion), nerve entrapment 
syndrome., Ischeamic neuropathy 

e. Infection-inflammation damage to 
nerve itself. 

f. Others-Idiopathic small fibre 
neuropathy, Phantom limb pain. 
Presentation Of Neuropathic Pain: 

Patient may describe in words, expressed 
picturesquely, terms such as pricking, 
burning, tearing, cutting, stabbing, 
crushing and aching are commonly used 
Painful symptoms arising in an area of 
altered sensation (numbness or hyper 
excitability) are the hallmark of 
neuropathic pain. Cardinal symptoms can 
be spontaneous pain (pain arising without 
stimulus) and abnormal responses to non 
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painful or painful stimuli. Patients 
complains may vary from dysaesthesia, 
deep seated gnawing pain, and abnormal 
thermal sensations ( burning, on fire, or 
ice cold).Less commonly, patients 
complains of paroxysmal pain classically 
described as shooting,stabbing,or electric 
shocks. Features may be evident 
immediate post nerve damage or can 
takes months to develop. This may be 
accompanied by sympathetic nervous 
system dysfunction,eg. Causalgia or 
reflex sympathetic dystrophy, currently 
termed as complex Regional pain 
syndrome. 

Diagnosis 

There is no standard guidelines or 
diagnostic procedure for neuropathic 
pain, so diagnosis is solely based on 
clinical judgement.Screening methods 
consists of characteristic verbal 
descriptors, although there are some tests 
like Leeds assessment of neuropathic 
symptoms and sign! LANSS)pain scale 
and the pain detect Questionnaire, having 
about 80% accuracy. A painful response 
to lightly stroking the skin with a finger or 
cotton wool is a sign of 
allodynia,.Numbness( hypoalgesia) or an 
exaggerated painful response 
(Hyperalgesia) to pin prick testing with a 
monofilament or sharp object confirms 
an altered pin prick threshold. Inability to 
distinguish warm from cold objects 
suggests an altered thermal threshold. 

Management: 

Various studies have proved that 
combination therapy is more efficacious 
and safer than single drug. There is no 
standard published guideline and 
algorithms the assessment of first, second 
and third line drug treatment for 
neuropathic pain. 

First line approaches: Routinely to use an 
anticonvulsant that binds on the subunit 
of presynaptic, voltage-gated calcium 
channel! Gabapantin or Pregabalin) or a 
tricyclic antidepressant, although tertiary 
amino tricyclic antidepressants are 
usually associated with more serious side 
effects. 


Second line approaches: The controlled 
release opioid analgesics such as 
morphine, oxycodone and tramadol .are 
effective in neuropathic pain. These 
drugs are recommended as second line 
treatment due to addiction, cognitive 
treatment and tolerance. 

Third line approaches: Sometimes 
dosing of well established drugs can 
complicated, analgesic effect may be 
delayed, so the patients who are 
refractory to first or second line treatment 
may be benefit from other drugs like non¬ 
steroidal ant inflammatory drugs such 
aspirin, diclofenac, naproxen or 
ibuprofen. Topiramate, monosaccharide 
related drug is also in neuropathic pain 
Non-Pharmacological Treatment: 
Surgical and chemical sympathectomy 
have been used to treat neuropathic pain. 
Microvascular decompression, 
Neurodesrtuctive procedures, 
neurostimulation and retentive 
transcranial magnetic stimulation 
procedures have been also used in the 
management of neuropathic pain. 

Brief description of drugs 

Antidepressants: Many studies 
supported that tricyclic antidepressants to 
be drug of the choice for neuropathic pain 
however, their use is limited by relative 
high rates of adverse events and several 
contraindications. 

Calcium Channel Modulators: 
Gabapantin^ is an anticonvulsant 
structurally related to ?- aminobutyric 
acid, a neurotransmitter that plays a role 
in pain transmission and modulation. ( 
1200-3600 mg /day).Dizziness and 
somnolence were the most frequent 
adverse events Pregabalin'’ is a 
Gabapantin-like agent binds to the alpha- 
delta receptors of an auxiliary subunit 
associated with voltage-gated Calcium 
channel in CNS tissue, and thereby 
inhibits influx of Calcium and release 
glutamate, norepinepherine ,substance P 
and other neuro transmitter. Pregabalin is 
administrated in 3 divided dosages. 
Initiate at 150 mg daily; may increase to 
maximum of 300 mg daily. Starting 
therapy with lower and less frequent 


doses would be reasonably measures to 
improve tolerability and patient 
convenience. Adverse effects included 
dizziness, somnolence and weight gain 
and ophthalmologic events and euphoria 
in some cases also reported. The 
advantages of Pregabalin relative to 
Gabapantin include greater potency 
(mg/kg), better oral bioavailability .linear 
pharmacokinetics, smaller intra and inter 
subject pharmacokinetic variability, and 
shorter titration. 

Opioids: 

Morphine and tramadol are opioid 
derivates used in the treatment of 
neuropathic pain. Tramadol is 
administrated in 200-400 mg in divided 
dosages. 

Monosaccharide-Topiramate 7 is a 
sulfamate substituted monosaccharide 
related to fructose, a rather unusual 
chemical structure for an anticonvulsant 
It was discovered in 1979 by Bruce E. 
Maryanoff and others Clinical trials have 
proved its effectiveness in neuropathic 
pain. The drug enhances GABA activated 
chloride channel and also inhibits 
excitatory neurotransmission Through 
action on kainite receptors In order to 
avoid early side-effects the initial dosages 
normally is low and increased in slowly. 
The usual dosages is 25 to 50 mg daily in 
2 single dosages. Common dosages for 
maintenance treatment are 100 to 200 mg 
daily. The maximum dosage can be up to 
400 mg in divided dosages. The side 
effects leading to discontinuation of 
therapy with Topiramate were 
Psychomotor slowing, memory problem, 
fatigue and somnolence Osteoporosis in 
adult and children also reported. 

Suggestions 

1. Generally monotherapy should be 
started, but early combination 
therapy ( start with aminotryptline 
and combine with gabapantin or 
pregabalin or vice versa. 

2. Drugs should tried atleast one to 
two weeks with maximum tolerated 
dosage before change. 

3. Patients physical & emotional 


62 



aspects should also be addressed 
along with control of pain. 
Multidisplinary approach to treatment of 
neuropathic pain is more successful and 


experts consultation is always beneficial 
in patients who are not responding to 
treatment. 
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